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Previous Rejections 

Unless specifically repeated/maintained infra , all previous rejections are withdrawn. 
Scope of Enablement Rejection 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-4, 7-11 and 14 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for methods for reducing hair loss in patients receiving 1 00 
mg/kg to 150 mg/kg cyclophosphamide and 0.75 mg/kg methylselenocysteine, wherein the latter 
is administered orally daily for 21 days with the first dose being given at 14 days before 
cyclophosphamide treatment, does not reasonably provide enablement for treatment regimes 
using therapeutic protocols outside those specific parameters. The specification does not enable 
any person skilled in the art to which it pertains, or with which it is most nearly connected, to use 
the invention commensurate in scope with these claims. 

« 

To be enabling, the specification of the patent must teach those skilled in the art how to 
make and use the fiiU scope of the claimed invention without undue experimentation. In re 
Wright. 999 F.2d 1557, 1561 (Fed. Cir. 1993). Explaining what is meant by "undue 
experimentation," the Federal Circuit has stated: 
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The test is not merely quantitative, since a considerable amount of experimentation is permissible, 
if it is merely routine, or if the specification in question provides a reasonable amount of guidance 
with respect to the direction in which the experimentation should proceed to enable the 
determination of how to practice a desired embodiment of the claimed invention. PPG v. 
Guardian, 75 F.3d 1558, 1564 (Fed. Cir. 1996).' 



The factors that may be considered in determining whether a disclosure would require 

undue experimentation are set forth by In re Wands . 8 USPQ2d 1400 (CAFC 1988) at 1404 

where the court set forth the eight factors to consider when assessing if a disclosure would have 

required undue experimentation. Citing Ex parte Forman , 230 USPQ 546 (BdApls 1986) at 547 

the court recited eight factors: 

1) the quantity of experimentation necessary, 
' 2) the amount of direction or guidance provided, 

3) the presence or absence of working examples, 

4) the nature of the invention, 

5) the state of the prior art, 

6) the relative skill of those in the art, 

7) the predictability of the art, and 

8) the breadth of the claims. ' 
These factors are always applied against the background understanding that scope of 

enablement varies inversely with the degree of unpredictability involved. In re Fisher, 57 CCPA 
1099, 1 108, 427 F.2d 833, 839, 166 USPQ 18, 24 (1970). Keeping that in mind, the Wands 
factors are relevant to the instant fact situation for the following reasons: 



1. The nature of the invention, state and predictability of the art, and relative 

skill level 



• As pointed out by the court in In re Anestadt. 537 F.2d 498 at 504.(GCPA 1976), the key word is "undue", not 
"experimentation". 
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The invention relates to methods for reducing hair loss associated with 
cyclophosphamide administration. The relative skill of those in the art is high, that of an MD or 
PHD. That factor is outweighed, however, by the unpredictable nature of the art. As illustrative 
of the state of the art, the examiner cites Miller et al (USP 5,001,051), which states at column 1, 
lines 40-45 that: 

The treatment of cancer is extremely dose dependent. A 10% deficiency in the 
required dosage may produce no effect on the cancer while a 10% excess over the 
required dosage can produce serious ill effects or even death. Thus, there is a 
great need for measuring the therapeutic levels of these drugs in biological fluids. 

Accordingly, the occurrence of side effects due to chemotherapeutic toxicity is highly 
unpredictable outside of a very narrow dose range. 

Moreover, the ability of selenium to reduce alopecia associated with cancer 

chemotherapy involving cyclophosphamide is knovm to be particularly unpredictable. Indeed, 

based on the state of the prior art one would have expected selenium to have no effect 

whatsoever. See Sieja, "Protective role of selenium against the toxicity of multi-drug 

chemotherapy in patients with ovarian cancer", Pharmezie 55 (2000) (previously cited by 

applicant) which states at the first paragraph on page 959 that: 

Se alleviates nausea, vomiting, diarrhea, abdominal pain and weight loss. 
However, no influence on hair loss was noted. This symptom seems to be the 
most persistent during chemotherapy. 

2. . The breadth of the claims 

The claims are broad insofar as none simultaneously specifies the cyclophoshamide dose, 
the selenium compound dose, and the timing of administration together in a single claim. 
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3. The amount of direction or guidance provided and the presence or absence of 
working examples 

The specification provides no direction or guidance for reducing hair loss outside of the 
specific therapeutic regimes actually tested. The efficacy of those regimes is factually 
corroborated by the v^orking examples. 

The examiner recognizes that determining proper dosages and administrative 
routes/schedule generally requires the application of no more than routine experimentation on the 
skilled artisan's part. The examiner similarly appreciates that introducing such limitations into 
the instant claims would substantially limit their scope, but it must be remembered that scope of 
enablement varies inversely with the degree of unpredictability involved. In this particular case, 
that degree is extreme, to the point that one would not have expected any success whatsoever. 
Conversely, the specification provides no guidance as to how to obtain these highly unexpected 
results when the narrow parameters disclosed are varied. Accordingly, the examiner views the 
facts of this particular case as warranting the unusual finding of lack of enablement for general, 
unspecified dosages and administrative routes/schedules. 

4. The quantity of experimentation necessary 

■ 

Because of the known unpredictability of the art, and in the absence of experimental 
evidence, no one skilled in the art would accept the assertion that the instantly claimed agents 



J 
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could be predictably used to reduce hair loss associated with cyclophosphamide regardless of 
particular dosage and administrative routes/schedules used, as inferred by the claim and 
contemplated by the specification. Accordingly, the instant claims do not comply with the 
enablement requirement of §1 12, since to practice the invention claimed in the patent a person of 
ordinary skill in the art would have to engage in undue experimentation, with no assurance of 
success. 

Indefiniteness Rejection 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-4, 7-1 1 and 14 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 recites a "therapeutically effective dose", and claim 8 the essentially equivalent 
term "therapeutic dose". Because the claim does not specify any specific therapy or type of 
therapy in which the claimed dosages are "effective", however, the term is indefinite. See MPEP 
2173.05(c) III. (The specification provides guidance as to the meaning of the term "effective" 
only within the context of the treatment of cancer). 

Correspondence 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Frederick- Krass whose telephone number is (571) 272-0580. The 
examiner can normally be reached at (571) 272-0580 on Monday through Friday from 9:3pAM 
to 6:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel, can be reached at (571) 272-0718. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 

♦ 

applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-2 17-9197 (toll-free). 



Frederick Krass 
Primary Examiner 




